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ACETAM NOPHEN, ASPI RIN AND CCDEI NE PHOSPHATE TABLETS
ACETAM NOPHEN, ASPI RIN AND CCDEI NE PHOSPHATE CAPSULES
DESCRI PTI ON

Acet am nophen, aspirin and codeine is supplied in tablet/capsule
formfor oral admnistration.

Acet am nophen, 4'-hydroxyacetanalide, a slightly bitter, white,
odorl ess, crystalline powder, is a non-opiate, non-salicylate

anal gesic and antipyretic. It has the follow ng structural
formul a:
CH3CONH OH

GH;NG, MN = 151. 16
Aspirin, benzoic acid, 2-(acetyloxy)-, is a non-opiate,
anal gesic, anti-inflammatory and antipyretic agent. |t occurs as
a white, crystalline tabular or needle-like powder and is
odorless or has a faint odor. It has the follow ng structural
formul a:

COOH

OCOCH,
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CHO, MW = 180. 16

Codei ne phosphate, 7,8-didehydro-4,5 o-epoxy- 3-nethoxy-17-

nmet hyl nor phi nan-6 o-ol phosphate (1:1) (salt) hem hydrate, a white
crystalline powder, is a narcotic anal gesic and antitussive. It
has the follow ng structural fornula:

1
7120
CisHo1NO;- H;PO,- ¥H,O MN = 406. 37
Each tabl et/ capsul e cont ai ns:
Acet am nophen __ ny
Aspirin _ m
Codei ne Phosphat e ___ny

(Warning: May be habit form ng)

I n addi ti on each tabl et/ capsul e contains the follow ng inactive
i ngredi ents:

We note that in accordance with good pharmaceuti cal

practice, all dosage fornms should be |labeled to cite all the
inactive ingredients (refer to USP General Chapter <1091>
for guidance). W believe this is an inportant public
heal t h nmeasure.

CLI NIl CAL PHARVACOLOGY

Thi s product conbi nes the anal gesic effects of a centrally acting
anal gesic, codeine, with the peripherally acting anal gesi cs,
acet am nophen and aspiri n.
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Phar macoki neti cs: The behavior of the individual conponents is
descri bed bel ow.

Codeine: Codeine is readily absorbed fromthe gastrointestina
tract. It is rapidly distributed fromthe intravascul ar spaces
to the various body tissues, with preferential uptake by

par enchymat ous organs such as the liver, spleen and ki dney.
Codei ne crosses the bl ood-brain barrier, and is found in fetal
tissue and breast mlk. The plasma concentrati on does not
correlate with brain concentration or relief of pain; however,
codeine is not bound to plasma proteins and does not accumul ate
in body tissues.

The plasma half-life is about 2.9 hours. The elimnation of
codeine is primarily via the kidneys, and about 90% of an oral
dose is excreted by the kidneys within 24 hours of dosing. The
urinary secretion products consist of free and gl ucuronide

conj ugat ed codei ne (about 70%, free and conjugated norcodei ne
(about 10%, free and conjugated norphi ne (about 10%,

nor nor phi ne (4%, and hydrocodone (1% . The renai nder of the
dose is excreted in the feces.

At therapeutic doses, the anal gesic effect reaches a peak within
2 hours and persists between 4 and 6 hours.

See OVERDCSACE for toxicity information.

Acet am nophen : Acetam nophen is rapidly absorbed fromthe
gastrointestinal tract and is distributed throughout nost body
tissues. The plasna half-life is 1.25 to 3 hours, but nay be
increased by |iver danage and foll owi ng overdosage. HEimnation
of acetam nophen is principally by |liver netabolism (conjugation)
and subsequent renal excretion of netabolites. Approximately 85%
of an oral dose appears in the urine within 24 hours of

adm ni stration, nost as the gl ucuronide conjugate, with snall
amounts of ot her conjugates and unchanged drug.

See OVERDCSACE for toxicity information.

Aspirin: The systemc availability of aspirin after an oral dose
is highly dependent on the dosage form the presence of food, the
gastric enptying tine, gastric pH antacids, buffering agents,
and particle size. These factors affect not necessarily the
extent of absorption of total salicylates but nore the stability
of aspirin prior to absorption.
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During the absorption process and after absorption, aspirinis
mai nly hydrolyzed to salicylic acid and distributed to all body
tissues and fluids, including fetal tissues, breast mlk, and the
central nervous system (CNS). H ghest concentrations are found
in plasma, liver, renal cortex, heart, and lung. |In plasns,

about 50%to 80%of the salicylic acid and its netabolites are

| oosely bound to plasnma proteins.

The cl earance of total salicylates is subject to saturable

ki netics; however, first-order elimnation kinetics are still a
good approximation for doses up to 650 ng. The plasma half-life
for aspirinis about 12 mnutes and for salicylic acid and/or
total salicylates is about 3.0 hours.

The elimnation of therapeutic doses is through the ki dneys
either as salicylic acid or other biotransformati on products.

The renal clearance is greatly augnented by an al kaline urine as
i's produced by concurrent admni stration of sodi um bi carbonate or
potassiumcitrate

The biotransformation of aspirin occurs primarily in the

hepat ocytes. The major nmetabolites are salicyluric acid (75%,
t he phenolic and acyl gl ucuronides of salicylate (15%, and
gentisic and gentisuric acid (1%.

See OVERDCSACE for toxicity information.
| NDI CATI ONS AND USAGE
Acet am nophen, aspirin and codei ne phosphate tabl ets/capsul es are
indicated for the relief of mld to noderately severe pain.
CONTRAI NDI CATI ONS
This product is contraindi cated under the follow ng conditions:

1. Hypersensitivity or intol erance to any conponent of
this product.

2. Patients with a henorrhagic diathesis (e.qg.,
henophi | i a, hypopr ot hronbi nem a, von WIlebrand s
di sease, the thronbocytopeni as, thronbasthenia and
other ill-defined hereditary platel et dysfunctions,
severe vitamn K deficiency and severe |iver danage).
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3. Patients with the syndrone of nasal polyps, angi oedena
and bronchospastic reactivity to aspirin or other
nonsteroidal anti-inflamatory drugs. Anaphyl actoid
reacti ons have occurred in such patients.

4. Peptic ul cer or other serious gastrointestinal |esions.

WARNI NGS

Ther apeuti ¢ doses of aspirin can cause anaphyl acti ¢ shock and
other severe allergic reactions. It should be ascertained if the
patient is allergic to aspirin, although a specific history of

all ergy may be | acki ng.

Significant bleeding can result fromaspirin therapy in patients
with peptic ulcer or other gastrointestinal |esions, and in
patients w th bl eedi ng di sorders.

Aspirin admni stered pre-operatively may prol ong the bl eedi ng
tine.

In the presence of head injury or other intracranial |esions, the
respiratory depressant effects of codeine and ot her narcotics may
be markedly enhanced, as well as their capacity for elevating
cerebrospinal fluid pressure. Narcotics al so produce ot her CONS
depressant effects, such as drowsiness, that may further obscure
the clinical course of the patients with head injuries.

Codei ne or other narcotics nmay obscure signs on which to judge
t he diagnosis or clinical course of patients with acute abdom nal
condi ti ons.

Codeine is habit-formng and potential |y abusabl e. Consequently,
t he extended use of this product is not recomrended.

Results from epi dem ol ogi ¢ studi es indicate an associ ati on

bet ween aspirin and Reye Syndrone. Caution should be used in
admnistering this product to children, including teenagers, wth
chi cken pox or flu.

PRECAUTI ONS

General : This product should be prescribed with caution in
certain special-risk patients, such as the elderly or
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debilitated, and those with severe inpairnent of renal or hepatic
function, head injuries, elevated intracranial pressure, acute
abdom nal conditions, hypothyroidism urethral stricture,

Addi son' s di sease, prostatic hypertrophy or coagul ati on

di sorders.

Aspirin shoul d be used with caution in patients on anti coagul ant
therapy and in patients wi th underlying henostatic defects.

Precauti ons shoul d be taken when admnistering salicylates to
persons with known allergies. Hypersensitivity to aspirinis
particularly likely in patients with nasal polyps, and rel atively
common in those wth asthna.

Information for Patients: Patients should be inforned that this
product contains aspirin and should not be taken by patients with
an aspirin allergy.

Codei ne may inpair nmental and/or physical abilities required for
t he perfornmance of potentially hazardous tasks such as driving a
car or operating machi nery. Such tasks shoul d be avoi ded while
taking this product.

Al cohol and other CNS depressants may produce an additive CONS
depression, when taken with this conbinati on product, and shoul d
be avoi ded.

Codei ne may be habit-formng. Patients should take the drug only
for as long as it is prescribed, in the anounts prescri bed, and
no nore frequently than prescri bed.

Caution patients with a predisposition for gastrointestinal
bl eedi ng that concomtant use of aspirin and al cohol may have an
additive effect in this regard.

Laboratory Tests: In patients with severe hepatic or rena
di sease, effects of therapy should be nonitored with serial |iver
and/or renal function tests.

Drug Interactions: In patients receiving concomtant
corticosteroids and chronic use of aspirin, wthdrawal of
corticosteroids may result in salicylismbecause corticosteroids
enhance renal clearance of salicylates and their withdrawal is
followed by return to nornal rates of renal clearance.
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This drug may enhance the effects of:

1. O al anticoagul ants, causing bl eeding by inhibiting
prothronbin formation in the liver and displ aci ng
anti coagul ants from pl asnma protein binding sites.

2. O al antidiabetic agents and insulin, causing
hypogl ycem a by contributing an additive effect, if
dosage of this product exceeds naxi num reconmended
dai | y dosage.

3. 6- mer capt opuri ne and met hotrexate, causing bone narrow
toxicity and bl ood dyscrasi as by displacing these drugs
from secondary binding sites, and in the case of
nmet hotrexate, also reducing its excretion.

4. Nonst eroi dal anti-inflamatory agents, increasing the
risk of peptic ulceration and bl eeding by contributing
to additive effects.

5. G her narcotic anal gesics, al cohol, genera
anest hetics, tranquilizers such as chl ordi azepoxi de,
sedati ve- hypnotics, or other CNS depressants, causing
i ncreased ONS depr essi on.

This product may dimnish the effects of: Uicosuric agents such
as probenecid and sul fi npyrazone, reducing their effectiveness in
the treatnent of gout. Aspirin conpetes with these agents for
protein binding sites.

Drug/ Laboratory Test Interactions: Aspirin: Aspirin may
interfere with the follow ng | aboratory determnations in bl ood:
serum anyl ase, fasting bl ood gl ucose, chol esterol, protein, serum
gl ut am coxal aceti c transam nase (SQOT), uric acid, prothronbin
tinme and bleeding tinme. Aspirin nay interfere with the follow ng
| aboratory determnations in urine: glucose, 5-

hydr oxyi ndol eacetic acid, Gerhardt ketone, vanillylnmandelic acid
(W), uric acid, diacetic acid, and spectrophotonetric detection
of barbiturates.

Codei ne: Codei ne may i ncrease serum anyl ase | evel s.

Acet am nophen : Acet am nophen may produce fal se-positive test
results for urinary 5-hydroxyindol eacetic acid.




Acet am nophen, Aspirin and Codei ne Label i ng Qui dance
Phosphat e Tabl et s/ Capsul es Revi sed 12/93

Carci nogenesi s, Miutagenesis, Inpairnent of Fertility: Adequate
| ong-term studi es have been conducted in mce and rats with
aspirin, alone or in conbination with other drugs, in which no

evi dence of carcinogenesis was seen. No adequate studi es have
been conducted in aninals to determ ne whether aspirin has a
potential for nutagenesis or inpairnment of fertility.

No adequat e studi es have been conducted in aninmals to determ ne
whet her acet am nophen and codei ne have a potential for

carci nogenesi s or nutagenesis. No adequate studies have been
conducted in aninmals to determ ne whet her acetam nophen has a
potential for inpairnment of fertility.

Acet am nophen and codei ne have been found to have no nutagenic
potential using the Ames Sal nonel | a-M crosonmal Activation test,
the Basc test on Drosophila germcells, and the M cronucl eus test
on nouse bone narrow.

Pr egnancy:

Ter at ogeni ¢ Effects: Pregnancy Category C

A study in rats and rabbits reported no teratogenic effect of
codei ne admni stered during the period of organogeneses in doses
ranging from5 to 120 ng/kg. In the rat, doses at the 120 ng/ kg
level, in the toxic range for the adult aninal, were associ ated
with an increase in enbryo resorption at the tine of
inplantation. In another study a single 100 ng/ kg dose of
codei ne adm nistered to pregnant mce reportedly resulted in

del ayed ossification in the offspring.

There are no adequate and well-controlled studies in pregnant
wonen. This product should be used during pregnancy only if the
potential benefit justifies the potential risk to the fetus.

Nont er at ogeni ¢ Effects:

Dependence has been reported in newborns whose not hers t ook
opi ates regularly during pregnancy. Wthdrawal signs include
irritability, excessive crying, trenors, hyperreflexia, fever,
vomting, and diarrhea. These signs usually appear during the
first few days of life.

Studies of aspirin use in pregnant wormen have not shown that
aspirin increases the risk of abnornmalities when adm nistered
during the first trinmester of pregnancy. In controlled studies

i nvol ving 41, 337 pregnant wonen and their offspring, there was no
evi dence that aspirin taken during pregnancy caused stillbirth,
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neonatal death or reduced birth weight. 1In controlled studies of
50, 282 pregnant wonen and their offspring, aspirin admnistration
in noderate and heavy doses during the first four |unar nonths of
pregnancy showed no teratogenic effect.

Ther apeuti ¢ doses of aspirin in pregnant wonen close to term nmay
cause bleeding in nother, fetus, or neonate. During the |last 6
nont hs of pregnancy, regular use of aspirin in high doses may
prol ong pregnancy and delivery.

Labor and Delivery: Narcotic anal gesics cross the placenta
barrier. The closer to delivery and the | arger the dose used, the
greater the possibility of respiratory depression in the newborn.
Nar coti ¢ anal gesi cs shoul d be avoi ded during |abor if delivery of
a premature infant is anticipated. If the nother has received
narcoti c anal gesics during | abor, newborn infants shoul d be
observed closely for signs of respiratory depression.
Resuscitation may be required (see OVERDOBACE). The effect of
codeine, if any, on the later growh, devel opnent, and functi onal
maturation of the child is unknown.

I ngestion of aspirin prior to delivery may prol ong delivery or
lead to bleeding in the nother or neonate.

Nur si ng Mot hers: Acetam nophen, aspirin and codei ne are excreted
in breast mlk in small anmounts, but the significance of their
effects on nursing infants is not known.

Because of the potential for serious adverse reactions in nursing
infants, a decision shoul d be nade whet her to di scontinue nursing
or to discontinue the drug, taking into account the inportance of
the drug to the nother.

ADVERSE REACTI ONS

The nost frequently reported adverse reactions are drowsi ness,

| i ght headedness, dizzi ness, sedation, shortness of breath,

nausea, vomting, and abdom nal pain. These effects seemto be
nore promnent in anbulatory than in non-anbul atory patients, and
sonme of these adverse reactions may be alleviated if the patient
i es down.

QG her adverse drug events which may be borne in mnd as potenti al
effects of the conponents of this product are: allergic
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reactions, euphoria, dysphoria, constipation, pruritus, rash,

t hr onbocyt openi a, agranul ocytosis, occult blood | oss, henol ytic
anema, iron deficiency anema, gastric distress, heartburn,
peptic ulcer, prolonged bleeding tine, acute airway obstruction,
renal toxicity (when aspirin is taken in high doses for prol onged
periods), inpaired urate excretion, and hepatitis.

At hi gher doses codei ne has nost of the di sadvantages of norphi ne
i ncluding respiratory depression.

Potential effects of high dosage are listed in the O/ERDCSACGE
section.

DRUG ABUSE AND DEPENDENCE

Control |l ed Substance: Acetam nophen, aspirin and codei ne
phosphat e tabl ets/capsul es are classified as a Schedule I1
control | ed substance.

Abuse and Dependence: Codei ne can produce drug dependence of the
nmor phi ne type and, therefore, has the potential for bei ng abused.
Psychol ogi cal dependence, physical dependence, and tol erance nay
devel op upon repeated admnistration and it should be prescribed
and admnistered wth the sane degree of caution appropriate to
the use of other oral narcotic medications.

OVERDGOSAGE

Fol | owi ng an acute overdosage, toxicity may result from codeine,
acet am nophen or aspirin.

Signs and Synptons:

Codeine: Toxicity from codei ne poi soning includes the opioid
triad of: pinpoint pupils, depression of respiration, and | oss
of consciousness. Convul sions nmay occur.

Acet am nophen : I n acetam nophen overdosage: dose-dependent,
potentially fatal hepatic necrosis is the nost serious adverse
effect. Renal tubular necrosis, hypoglycemc coma and

t hr onbocyt openi a nay al so occur.

Early synptons follow ng a potentially hepatotoxic overdose nay
i ncl ude: nausea, vomting, diaphoresis and general nal aise.

10
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Ainical and | aboratory evidence of hepatic toxicity nmay not be
apparent until 48 to 72 hours post-ingestion.

In adults hepatic toxicity has rarely been reported with acute
overdoses of less than 10 grans, or fatalities with | ess than
15 grans.

Aspirin: Hyperpnea, acid-base disturbances w th devel opnent of
nmet abol i ¢ aci dosis, vomting and abdom nal pain, tinnitus,
hypert herm a, hypoprot hronbi nema, restlessness, delirium and
convul si ons.

Treatnment: A single or multiple overdose w th acetam nophen
aspirin and codeine is a potentially |ethal polydrug overdose,
and consultation with a regional poison control center is

r ecommended.

Treatnent consists prinmarily of reversal of the effects of
codei ne and acet am nophen, and the correction of the acid-base
i tbal ance due to salicylism

| medi ate treatnent includes support of cardiorespiratory
function and neasures to reduce drug absorption. Vomting shoul d
be i nduced nmechanically, or with syrup of ipecac, if the patient
is alert (adequate pharyngeal and | aryngeal reflexes). Oa
activated charcoal (1 g/kg) should follow gastric enptying. The
first dose shoul d be acconpani ed by an appropriate cathartic. If
repeat ed doses are used, the cathartic mght be included with
alternate doses as required. Hypotension is usually hypovol emc
and shoul d respond to fluids. Vasopressors and ot her supportive
measures shoul d be enpl oyed as indicated. A cuffed endo-tracheal
t ube shoul d be inserted before gastric | avage of the unconsci ous
pati ent and, when necessary, to provide assisted respiration.
Diuresis, alkalinization of the urine, and correction of

el ectrol yte di sturbances shoul d be acconpl i shed through

adm ni stration of intravenous fluids such as 1% sodi um

bi carbonat e and 5% dextrose injection.

Meticul ous attention should be given to nmaintaining adequat e
pul nonary ventilation. In severe cases of intoxication,
peritoneal dialysis, or preferably henodial ysis nmay be

consi dered. |f hypoprothronbi nema occurs due to acet am nophen
overdose, vitamn K shoul d be adm ni stered i ntravenously.

Nal oxone, a narcotic antagoni st, can reverse respiratory
depression and coma associ ated with opi oid overdose. Nal oxone

11
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hydrochloride 0.4 ng to 2 ng is given parenterally. Since the
duration of action of codei ne nmay exceed that of the nal oxone,
the patient should be kept under continuous surveillance and
repeat ed doses of the antagoni st shoul d be adm ni stered as needed
to nmaintain adequate respiration. A narcotic antagoni st shoul d
not be admnistered in the absence of clinically significant
respiratory or cardi ovascul ar depression.

If the dose of acetam nophen nmay have exceeded 140 ny/ kg,

acetyl cysteine should be admnistered as early as possible. Serum
acet am nophen | evel s shoul d be obtai ned, since |levels fours or
nore hours follow ng ingestion hel p predi ct acetam nophen
toxicity. Do not await acetam nophen assay results before
initiating treatment. Hepatic enzynmes shoul d be obtai ned
initially, and repeated at 24-hour intervals.

Met henogl obi nem a over 30% shoul d be treated w th met hyl ene bl ue
by sl ow intravenous adm ni strati on.

Toxi ¢ Doses (for adults):
Acet am nophen: toxic dose 10 g
Aspirin: toxi c bl ood | evel greater than 30 ng/ 100 niL
Codei ne: t oxi ¢ dose 240 ny

Let hal Doses (for adults):
Aspirin: 10 to 30 g
Codei ne: 0.5to1g

DOSAGE AND ADM NI STRATI ON

Dosage shoul d be adjusted according to severity of pain and
response of the patient. It should be kept in mnd, however,
that tol erance to codei ne can devel op with continued use and t hat
the incidence of untoward effects is dose related. Adult doses
of codeine higher than 60 ng fail to give comrensurate relief of
pain but merely prolong anal gesia and are associated with an
appreci ably increased i nci dence of undesirable side effects.
Equi val ently high doses in children would have simlar effects.

The dose of this conbination product is limted by the anount of
codei ne phosphate per tablet/capsule. For adults, a single dose
of codei ne phosphate shoul d not exceed 60 ng. For children, the
usual recomrended single dose is 0.5 ng/kg.

12
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[ Choose the appropriate statenent(s) based on the anount of
codei ne phosphate in the product:]

15 ng or 30 nu: The usual adult dosage is one or two
t abl et s/ capsul es every four hours as needed.

60 ny: The usual adult dosage is one tablet/capsule
ever four hours as needed.
HOW SUPPLI ED
- Est abl i shed nanme and strength
- Packagi ng

- Shape, color, coating, scoring, etc...
- Speci al handling and storage conditions

Manuf acturer/D stributor's nane and pl ace of busi ness.
Date of |atest revision.
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